Results Upon NRG stimulation, tyrosine residues in the carboxyl termini of ErbB protein tyrosine kinases become phos-
Identification of PSD-95 as an ErbB4 Interacting
Protein by a Yeast Two-Hybrid Screen phorylated and serve as docking sites for cytoplasmic signaling molecules such as Shc, Grb2, and the p85
To identify proteins that bind to ErbBs, we used the yeast two-hybrid system. A yeast two-hybrid system subunit of phosphatidylinositol-3 (PI3) kinase (Jo et Figure 1B) . We tested the specificity of the interaction between ErbB4 and PSD-95 in yeast. ErbB4 did not interact with PDZ domains of PTP-BAS2, ␤1-or ␤2-syntrophin, nNOS, or GRIP. However, ErbB4 did interact with the PDZ domain of ␣1-syntrophin ( Figure 1C ). ErbB2, whose C terminus ends with -VPV*, also interacted with PSD-95, but the affinity for ErbB2 was ‫-02ف‬fold less than that for ErbB4 as determined in liquid ␤-galactosidase assays. However, no interaction was detected between the C terminus of ErbB3 and PSD-95 ( Figure 1D ). These results demonstrated that ErbB4, via its C terminus, interacts with the first and second PDZ domains of PSD-95. We hypothesized that signaling via ErbB4 may be reguof hippocampal neurons in culture stained with antibodlated by PSD-95 to achieve signaling specificity or to ies against glutamic acid decarboxylase (GAD), a marker ensure correct biological response. To test this hypotheof GABAergic interneurons. Most of the GAD-positive sis, we determined whether PSD-95 affects ErbB4 signeurons stained positive with ErbB4 antibodies (Figure 4D) . In addition, synaptic ErbB4 was also detected naling by measuring NRG-induced activation of ErbB4 
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